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PPrimary mucosal melanomas are rare 
malignant neoplasms of melanocytes that 
occur in the mouth, esophagus, nasopharynx, 
larynx, and the mucosa of the anogenital 
region. Mucosal melanomas are quite rare, 
accounting for approximately one percent 
of all melanomas.1 Amelanotic melanomas, 
de� ned as melanomas that lack pigment 
upon visual inspection prior to biopsy,2–5 are 
a rare variant and comprise 2 to 20 percent 
of all melanomas.2,3,6,7 Herein, we present a 
rare and unique case of an amelanotic oral 
mucosal melanoma (OMM) of the mucosal lip 
in a 77-year-old immunocompromised male 
patient.

CASE REPORT
A 77-year-old man with a medical 

history of non-Hodgkin's lymphoma (NHL), 
status posttreatment with chemotherapy, 
basal cell carcinoma, and squamous cell 
carcinoma presented to the clinic with a pink, 
nonpigmented, pedunculated 1.2-cm×1.0-cm 
mass on the left superior mucosal lip (Figure 1). 
The mass had been present with intermittent 
bleeding for several months. Shave biopsy 
with histopathologic examination (Figures 2 
and 3) and immunohistochemical stain for 
S100 (Figure 4), SOX-10, and Ki-67 revealed 

a diagnosis of a super� cial spreading type 
of malignant melanoma with a nodular 
component. The patient was referred to a local 
tertiary care center for further evaluation. 
Positron-emission tomography and computed 
tomography imaging together with sentinel 
lymph-node biopsy revealed a staging result 
of pT3N1M0. The patient underwent wide local 
excision with margins free of involvement 
with a plan for subsequent radiation therapy. 
However, the patient developed malaise, 
weakness, vomiting, and weight loss during his 
interval follow-up period. He was extensively 
worked up for recurrence or metastasis of his 
mucosal melanoma, but nothing was found. 
He continued to be scheduled for three-month 
follow-up intervals at the tertiary care center. 
Ultimately, he died several months later from 
complications related to pneumonia.

DISCUSSION
Of the mucosal melanomas that occur in 

the head and neck region, OMMs comprise 
approximately 25 percent8 and, subsequently, 
about 40 percent of those OMMs are 
amelanotic.9 The most common sites where 
OMMs occur are the hard palate and maxillary 
gingiva, which constitute approximately 80 
percent of all OMM cases.10 Less common sites 
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include the buccal mucosa, mandibular gingiva, 
� oor of mouth, tongue, and lips, which is 
where our patient’s tumor was found10

There are multiple risk factors for developing 
melanoma, including but not limited to 
sun exposure, genetic predisposition, and 
immunosuppression. Lymphoproliferative 
disorders, such as NHL, lead to inherent 
immunosuppression, which can be exacerbated 
by chemotherapy treatments.11 Our patient’s 
NHL was previously treated with rituximab 
and bendamustine, likely exacerbating his 
immunocompromised state. As expected, 
OMMs are not related to sun exposure and 
have a much poorer prognosis than their 
cutaneous counterparts; this is likely due 
to an often-delayed diagnosis and their 
anatomic location and aggressive behavior.10

Unlike OMMs, amelanotic melanomas have 
historically been more commonly diagnosed 
on sun-exposed skin.6 Amelanotic mucosal 

melanomas are also associated with a delay 
in diagnosis and poor prognosis due to the 
similar risk factor of advanced histologic stage 
at the time of presentation9 as well as evidence 
demonstrating that amelanotic melanomas 
may grow faster than pigmented melanomas.2

Studies evaluating the genetic expression of 
OMMs led to complex results suggesting that 
OMMs may have somewhat di� erent genetic 
expressions than cutaneous melanomas 
or mucosal melanomas in other anatomic 
locations. Common mutations involved in 
the pathogenesis of melanoma are BRAF, 
NRAS, and/or KIT mutations. BRAF and NRAS
mutations have a low incidence in mucosal 
melanoma as compared with in cutaneous 
melanoma8,12; meanwhile, KIT mutations 
occur more often in mucosal melanomas 
than in cutaneous melanomas with up to 40 

percent of mucosal melanoma cells displaying 
overexpression of the c-KIT protein.8 However, 
KIT mutations have a low incidence in head 
and neck melanomas compared to mucosal 
melanomas on other anatomic sites, such as 
the vulva and anorectum.12,13 This suggests that 
OMMs may be di� erent from other mucosal 
melanomas in terms of genetic mutations and 
other characteristics,12 which is an important 
consideration when choosing appropriate 
systemic therapy. 

Multiple stains are typically positive in 
OMMs, including but not limited to, S100, 
Mart1/melan-A, MITF, tyrosinase, and 
HMB45.14 All of these stains can have varying 
expression levels; however, HMB45 shows 
a higher intensity of staining in OMMs.9

Many amelanotic melanomas stain positive 
for S100 and vimentin, but these are not 
pathognomonic stains.9 Multiple stains are 
usually required to diagnose OMM, as none of 
the above-mentioned stains are 100-percent 
sensitive.15 Our patient was diagnosed using 
S100, SOX-10, and Ki-67 stains, which can also 
be utilized to diagnose melanoma.

Factors that impart a worse prognosis 
include a tumor thickness greater than 6mm, 
involvement of regional lymph nodes, the 
presence of distant metastases, a high mitotic 
rate, and exophytic ulcerated lesions.8 Staging 
of mucosal melanoma contains independent 
criteria from cutaneous melanoma staging. 
Typically, the American Joint Committee on 
Cancer guidelines for TNM staging of mucosal 
melanoma is used, beginning at stage T3, 
to indicate the overall poorer prognosis of 
mucosal variants.8,16 Because of the usual delay 
in diagnosis and more severe histologic stage 
at the time of diagnosis, the � ve-year survival 
rate of OMM is quite poor, at around 10 to 25 
percent.17 Surgical resection with 1- to 2-cm 
margins remains the � rst line of therapy and 
regional lymph-node dissection of the neck 
is recommended in most cases because 50 
percent of cases with no regional metastases 
at the time of diagnosis will go on to develop 
nodal disease.8 Radiotherapy and targeted 
molecular therapy, such as c-KIT inhibitors, may 
prove successful in some cases,1,8 even though 
OMMs remain extremely di�  cult to treat; this is 
due to the multiple interactions among several 
molecular and oncogenic pathways involved in 
the OMM pathogenesis.8,18

FIGURE 1. Flesh-toned mass on left superior mucosal lip

FIGURE 2. Dense cluster of atypical melanocytes, H&E, 
10x

FIGURE 3. Dense cluster of morphologically atypical 
melanocytes, H&E, 20x 

FIGURE 4. Melanocytes with strong positive S100 
stain, 40x



29
 JCAD JOURNAL OF CLINICAL AND AESTHETIC DERMATOLOGY January 2021 • Volume 14 • Number 1

C A S E  R E P O R T

CONCLUSION
Amelanotic OMM is a very rare variant 

of melanoma that is historically associated 
with a poor prognosis due to the delay in the 
diagnosis as well as a later stage at the time 
of diagnosis. Although c-KIT mutations occur 
more frequently in mucosal melanomas than 
in cutaneous melanoma, multiple genes 
are likely responsible for the pathogenesis 
of OMMs. As a result, systemic therapies for 
mucosal melanoma targeting multiple genetic 
pathways need to be thoroughly investigated 
in an attempt to improve survival outcomes for 
this devastating disease.
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